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2025 Update: HIV Prevention R&D at a Crossroads



Since the 2024 PRA Launch in Lima….

People’s 
Research 
Agenda 
Launched in 
Lima, Peru

October 
2024

GF/PEPFAR 
announced 
commitment to 
reach 2M people 
with Lenacapivir

Dececmber 
2024

Stop work orders 
issued on USAID 
grants, halting 
significant HIV px 
research & 
delivery; US 
Admin begins 
significant cuts to 
NIH research

January 
2025

Trump 
Administration 
Announces the 
dismantling of 
USAID

February 
2025

Read out from 
IAVI G002/G003 
trials, showing 
initial proof of 
concept of 
germline-
targeting vaccine 
strategy to 
induce bNAbs

May 2025

US FDA Approves 
LEN

June 2025

WHO LEN 
Guidelines 
realized

Efficacy program 
for MK-8527, 
once-monthly 
oral pill for PrEP 
announced

July 2025

Gates Foundation 
& UNITAID invest 
in generic LEN at 
$40 PPY apart 
from cost of 
loading dose and 
supply chain

September 
2025

South Africa 
becomes 2nd 
country after US  
to approve LEN 
for PrEP 

October 
2025

First doses of LEN 
arrived in Eswatini 
& Zambia

November 
2025

Eswatini, South 
Africa and 
Zambia all initiate 
LEN programs

December 
2025

2025 PRA Update 
Launch

December 
2025



The Big Picture?

Significant declines 

since 1995…

…but slow progress in past 

5 years, and way off target



People’s Research Agenda 2025 Update

▪ Funding cuts brought 

People's Research Agenda 

in Crisis – outlined priorities 

are all under threat; potential 

for irrevocable damage to 

critical aspects of research, 

choice, access

▪ First annual update 

launched an interactive 

report, live pipeline tracker, 

highlight gaps and priorities 

for the field in the current 

time 

▪ Maps the advocacy path 

forward for 2026

https://avac.org/peoples-research-agenda/ 
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People’s Research Agenda Update: Summary Table



From Data to Action: A snapshot for the Interactive PRA

• Clinical Trial Information

• Pipeline Tracker

• Infographics

• Factsheet (status, gaps and priorities for the field)

• Priorities for advocacy

https://avac.org/peoples-research-agenda/



The Way(s) Forward

Strategically invest across basic research, clinical trials, and implementation science, 
avoiding duplication and prioritizing unmet needs

Balance and 
focus

Sustain early-phase trials for vaccines, multipurpose prevention technologies (MPTs), 
and next-generation products to build an effective toolkit for future HIV preventionInnovate early

Invest in real-world studies to optimize delivery, access, and uptake of emerging 
prevention options, such as long-acting PrEP

Implementation 
matters

Embed meaningful community engagement and Good Participatory Practices at all 
stages of research and trials

Community 
Engagement

Use adaptive, ethical, and inclusive trial designs informed by community perspectives, 
with clear access plans for successful products

Design for 
relevance



Resources

▪ People’s Research Agenda (PRA)

▪ Ongoing rollout of daily oral, CAB and DVR

▪ Ongoing momentum with LEN approvals, accelerated roll out and market 

shaping

▪ Launch of oral monthly MK-8527 Phase III trials across 17 countries

▪ Getting Rollout Right This Time – insights and best practices for successful 

PrEP rollout

▪ Global PrEP Tracker – tracking PrEP initiations by country over time

▪ PrEPWatch.org – data, information, and PrEP resources

▪ WHO guidelines released in July 2025

▪ From The Lab To The Jab series
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The Future of HIV Prevention: 
Peril & Promise

Jeanne Marrazzo, MD
January 20, 2026

A People’s Research Agenda for Speed, Scale and Equity

AVAC Webinar



Today’s Discussion

• The current landscape: peril & promise
• Challenges in the field of chemoprophylaxis

• PEP/PrEP in a time of urgent need

• Exciting advances & opportunities
• Formulations for chemoprophylaxis, vaccines & monoclonal 

antibodies

• How will we find a way forward?



The Global HIV Pandemic
• 9.2 million people living with HIV not on treatment 

(77% coverage)
• 11 million people living with HIV had unsuppressed 

viral loads
• 1.3 million people newly acquired HIV in 2024 

(2025 goal: <370,000)
• External aid predicted to drop 30–40% between 

2023 - 2025, causing immediate & severe 
disruption to health services

• Funding cuts particularly affect prevention services 
and people living with HIV, young people, women & 
key populations of gay men & other men who have 
sex with men, people who inject drugs, sex workers 
& transgender persons
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In a Landscape Characterized By…Many Perils

• Cuts in US government funding & support of global efforts (WHO, PEPFAR)
• Partner organizations in disarray (NIH, CDC), threatening collaborative 

work in public health & discovery, surveillance
• Required compliance with “new” priorities (language & populations) that 

threaten explicit advocacy for equity
• Low public trust in vaccines & non-pharmaceutical interventions
• Workforce challenges (clinical, research, education), especially with loss 

of funding & disproportionate effect on trainees



November 26, 2025
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“These 

programmes empowered me and 
transformed my life,”

said Talent Manyoni following the closure 
of the DREAMS initiative for adolescent 
girls and young women in Zimbabwe.

In sub-Saharan Africa SSA new HIV infections declined by: 

 62% among adolescent boys and young men (15–24 years) and by 
51% among adolescent girls and young women (15–24 years) 

“We have seen an increase in 

threats towards key populations, 
this is an attempt to erase our 
existence,” said Walimbwa of 

Ishtar MSM, Kenya

The human impact of disruption

“We have seen an increase in 

threats towards key populations, 
this is an attempt to erase our 

existence,” said Walimbwa of Ishtar 

MSM, Kenya

“Social support networks of adolescent girls 
and young women have been weakened,” 
reported one peer education from Uganda 

surveyed by the Athena Network. 
“Thousands of adolescent girls and young 

women are now isolated and detached from 
their networks… the girls are scattered, and 

this has increased their vulnerability.”



Service disruptions are occurring at a time when the proportion of the HIV burden among 
some key populations is rising

Source: UNAIDS special analyses, 2025.

• Key populations (including clients of sex 
workers) are less than 6% of the adult 15-
49 population, but they and their partners 
bear 49% of new infections in 2024, up 
from 44% in 2010.

• Stark inequalities continue to exist in the 
risk of acquiring HIV compared to the 
general adult population:

• 17x greater for sex workers and 
transgender women

• 18x greater for men who have sex 
with men

• 34x greater for people who inject 
drugs



Without renewed commitment, new HIV infections could rise and undermine efforts to 
end AIDS as a public health threat 

Source: 2025 UNAIDS epidemiological estimates and Goals projections

• Modelling the impact of these 
funding cuts, UNAIDS projects 
that in 2030 there would be 1.4 
million annual new HIV 
infections. 

• Over the period 2025-2030 this 
would result in an additional 
3.9 million people newly 
acquiring HIV, compared to a 
scenario of reaching the global 
HIV targets by 2030.



Vaccines

Novel Long-Acting 

ARV Methods and 

Delivery Systems

Monoclonal 

Antibodies

Broadly 

Neutralizing 

Antibodies 

(bNAbs) 

Multi-purpose 

Technologies 

(MPTs)

Despite This…New Methods and Modalities for 
HIV Prevention Offer Great Promise
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Efficacy trials of MK-8527
• MK-8527 is a novel, oral nucleoside reverse 

transcriptase translocation inhibitor (NRTTI)

• Potent; single dose of 0.5 mg reduced HIV-1 

RNA by  ≥1.0 log10 copies/mL by Day 7

• Rapid onset of activity (30-60 min) to achieve 

levels associated with protection in vitro 

• Monthly dosing feasible due to half-life of 

active MK-8527-TP of ~94-266 hrs 

• Well-tolerated and no dose-related AEs in 

Phase 1 and 2 studies



Efficacy trials of MK-8527
• MK-8527 is a novel, oral nucleoside reverse 

transcriptase translocation inhibitor (NRTTI)

• Potent; single dose of 0.5 mg reduced HIV-1 

RNA by  ≥1.0 log10 copies/mL by Day 7

• Rapid onset of activity (30-60 min) to achieve 

levels associated with protection in vitro 

• Monthly dosing feasible due to half-life of 

active MK-8527-TP of ~94-266 hrs 

• Well-tolerated and no dose-related AEs in 

Phase 1 and 2 studies

A potent, safe, immediate- & long-acting oral 
PrEP/PEP agent could be a game changer, 
facilitating community delivery & increase 

uptake, persistence & coverage





Is It Time to Declare 
Victory?

• Resistance?
• Distribution

• Time to market
• Access
• Cost
• Demand 
• Delivery infrastructure
• Assumptions on maintaining viral 

suppression in PLWH
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https://acleddata.com/conflict-
index/index-july-2024/

• Delivery of any 
prevention product 
requires a stable, 
accessible 
infrastructure 
where the product 
can be stored 
safely and 
administered by 
trained workers

   
 

https://acleddata.com/con
flict-index/
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… and people who 
are already more 
vulnerable suffer 
the most





https://pepfar.impactcounter.com

Jan 19, 2026



More CHOICES

20

HPTN 106 will evaluate extended safety,
acceptability, pharmacology of TFV rectal
douche versus on- demand oral F/TDF in a
randomized crossover study

Some sexual encounters may be infrequent, not 
planned, or not consensual

On-demand products can fill a gap; oral PrEP 
(2:1:2 F/TDF recommended for cisgender GBMSM

Modeling suggests alternative F/TDF regimens 
might be appropriate in women, e.g. 2:1:1 on 
demand dosing 

Rectal administration achieved high rectal tissue concentrations 
of EVG and TFV-DP with low systemic drug exposure & 

demonstrable ex vivo inhibition of HIV infection for 72 hours
DOI: 10.1093/infdis/jiae211



Challenges, Old & New
Old
• Stigma

• Complacency

• Reliance on a homogenous portfolio (USG)

• “Slow” progress on HIV vaccine front

• Limited coverage w/ PEPFAR, with 
incomplete viral suppression & stubbornly 
high perinatal transmission in non-PEPFAR 
countries

• Threats to delivery infrastructure: politics, 
natural disasters, conflict

New
• Dramatic reduction in USG funding (NIH, 

USAID) 

• Requirements for compliance with “new” 
priorities (language & populations)

• Interruptions in clinical trials & related 
research → erosion of community trust

• Complex administrative requirements to 
restore international funding from US

• Deprioritization of basic science research: 
implications for vaccine & cure

Recognition of a complex landscape involving 
other infections & non-communicable diseases



• Interruption of the pipeline of talent 
who will lead the next generation of 
STI/HIV prevention science, especially 
outside U.S.

• Isolationism leads to a loss of “global 
citizen” perspective

• Messages of compassion, hope, 
possibility

Equally Devastating



The Way Forward
• Communication

• HIV still kills one person every minute on this planet
• We are on the cusp of major breakthroughs—discovery & 

implementation—that we can’t pull back from

• Diversification of funding sources
• Reliable, longstanding sources no longer assured
• Other governments, foundations, industry

• Maintain recognition of people more likely to acquire HIV, 
through multiple mechanisms; resist erasure!

• Respect individual choices



• Recognize that the HIV field has been 
uniquely (and understandably) favored 
with what seemed like unlimited 
funding for decades

• Confront the need to sustain 
investment, but be willing to prioritize 
& demonstrate efficiency

• Invoke community knowledge, 
strength & preferences to help 
advocate for & prioritize research

Honest Conversations



Thank You!
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